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0017: ENDOTHELIN-1 RECEPTOR ANTAGONISM A PROMISING PROS-
PECT IN THE DEVELOPMENT OF MORE POTENT ADJUVANT CHEMO-
THERAPIES
Mohamed Elsharif*, Mick Dashwood, Marilena Loizidou. University College
London, London, UK.
Background and Aims: The peptide Endothelin-1 (ET-1) is believed to
play a signiﬁcant role in promoting development of various cancers,
including colorectal cancer (CRC, by manipulating and dys-regulating
expression of genes associated with cancer progression.
Genes altered as a direct result of ET-1 stimulation of cancer and stromal
cells were previously identiﬁed on gene arrays conducted by our group.
This study was designed to conﬁrm the altered protein expression of these
ET-1 dys-regulated genes in human tissues.
Methodology: Immunohistochemistry was used to identify ET-1 and
proteins of interest in paired colonic tissue samples from 8 patients with
CRC (normal and cancerous tissue).
Results: In contrast to normal tissue, intense high level staining was
observed around the cancer stroma for ET-1, the growth factor Cysteine-
rich angiogenic inducer 61 (CYR61) and the angiogenic factor Adrenome-
dullin (ADM). Furthermore, the pro-apoptotic factor Stanniocalcin-1 (STC1)
which showed consistent high level staining throughout the normal tissue
was signiﬁcantly reduced within the cancer stroma.
Conclusion: Endothelin-1 plays a signiﬁcant role in the development of
CRC by dys-regulating genes and proteins to favour survival and progres-
sion of the cancer mass. Successful antagonism of Endothelin receptors is a
very promising prospect in the development of more potent adjuvant
chemotherapies.0102: ARE WE USING THE CORRECT DHS PLATE? RETROSPECTIVE ANAL-
YSIS OF FEMORAL NECK SHAFT ANGLES IN EXTRA-CAPSULAR FRAC-
TURES OF THE PROXIMAL FEMUR
Arman Memarzadeh, Irfan Merchant*, Yadu Shankarappa. Bedford Hospital,
Bedford, UK.ndicates presenting author.Introduction: Dynamic hip screw (DHS) ﬁxation is commonly performed
in the UK for extra-capsular fractures of the proximal femur. The DHS plate
is available in a number of barrel angles; however, determining the
appropriate implant to use is not always easy and sometimes overlooked.
We propose using the contralateral femoral neck-shaft angle (FNSA) as a
guide for the plate angle.
Methods: We performed a retrospective search of all implants used in our
hospital in the last 6 months. The DHS plates were identiﬁed, the angles
noted. The contralateral FNSA was measured on plain pelvic radiographs
already obtained.
Results: 38 patients had undergone DHS ﬁxation. Themajority (84%) of the
plates used were 135 degrees. There was no correlation between the
contralateral FNSA and the DHS plate angle (R2value¼0.07).
Conclusions: We demonstrated no correlation between FNSA and
the plate angles used. Although the sample size may be a factor for this,
nevertheless it highlights a signiﬁcant ﬁnding which requires further
investigation. Previous DHS research has suggested a 5-10 degree valgus
ﬁxation may lead to reduced cut-out rates. Therefore, we propose using
the contralateral FNSA as a guide, and choosing an implant which is 5-10
degrees more valgus than the angle measured.0158: NOVEL GENES IN BONE BIOLOGY: CHARACTERISATION OF THE
CRANIOFACIAL PHENOTYPE OF THE YODA MUTANT MOUSE
Langhit Kurar*, Steve Mitchell, Payam Tarasolli. University of Bristol, Bristol,
UK.
Introduction: Ankrd11-nuclear receptor transactivation is an important
tool for assessing pharyngeal arch mesodermal and neural crest devel-
opment, and may underlie common bone disorders including craniosy-
nostosis, immature bony fusion of skull sutures. We hypothesised that
tissue-speciﬁc depletion of Ankrd11 results in impaired growth at
developing facial sutures as well as affecting downstream hormone
synthesis.
Methods: Histomorphometric study was performed on cranial sutures
from eight heterozygous mutant mice and compared with wild-type lit-
termates to assess the extent of bone and cartilage reduction at sites
overlying the growth plates.
Results: Results had shown craniofacial deformity extended throughout
the skull vault resulting in shorter and wider skulls in YODA mutants. We
